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; lease a go :ne io::owir.a new claim. 



22. The method of claim 1 wherein the ability of the agent 
:c increase KLC1 phosphorylation is assessed i:: vim in 
::vcfi lament or skinneo muscle fibers. 



REMARKS 

Claims 1-21 are pending in the instant application. Claims 
4-11, 1.2 and 15 nave been withdrawn from consideration by the 
Examiner and subsequently canceled without prejudice by 
Applicants m this amendment. Claims 1-1, 12, 4 and 16-21 have 
been rejected. Claims 1, 2 and 12 have been amended. New claim 
22 has been added. No new matter has been added by these 
amendments. Reconsideration is respectfully requested in light 
c f these a me n dme n t. s a n d the foil c w 1 n c r e ma r k s . 



I. Finality of Restriction Requirement 

The Examiner nas made final the Restriction Requiremt 
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licants reserve the r::r.t to rile a aivisiona^ aoo^ication to 



II. Rejection of Claims 1-3, 12, 14 and 16-21 under 35 U.S.C. § 
112, second paragraph 

Claims 1-3, 12, 14 and 16-21 have been rejeoted under 35 
U.S.C. § 112, second paragraph, as being indefinite for failing 
to particularly point out and distinctly claim the subject matte] 
which applicant regards as tne invention. 

Specifically, the Examiner suggests that claim 1 and claims 
which ciepend there f rem are indefinite because the claims fail to 
set forth any positive- limitation regarding how one would 
determine if the agent is in fact a muscle protecting agent. Tm 
Examiner also suggests that recitation of 
agent'' is vague and indefinite because it 
induced or excluded by the term. 

Accoroinaly, in an earnest effort to advance the prosecuti 
of this case, Acciitants have amended claim 1 to clarity tnat c 
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the 3:}er." to increase ML CI oho spoor y ^ac ion io maicative or too 
agent inhibiting damage to cardiac and skeletal muscles. Support 
f o r t h e s e a m e n d m e n t s c a n b c i o a n d i n t n e s p e c 1 t 1 c a o i o n at p a g e 
12 , lines 1 6-2 7 . 

In addition, the Examiner suggests that claim 1 and its 
QP^gnQpn-^ a^e indefinite for recitation of ML CI wit. nout first 
writing out the full term. Accordingly, Applicants nave amended 
claim 1 to include one full term of myosin light chain 1. 
Support for this amendment is provided in the specification at 
page 1 , 1 1 nes 3-11. 

Tne Lxsminer suggests tnat claim 2 is confusing for reciting 



tir" in lines 4 and 5 ce:ause it 



in tie a r which terms are 



intended :o be in tne alternative. Accordingly, in an earr.es' 



advance tne orcsecuticn c 



, Acp iCd n t s n a v ■ 



amended claim 2 tt delete tne alternative language 



: n e o n rase 
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■eot matter separately m new 
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"ibers" ana representee tnis 
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lennite cecau 



is 'jr.( 



>n Phosphorylation . 

Accordingly, in an earnest effort to advance tne prosecatioi 
cf tnis case, Applicants have amended claim 12 to provide a 
positive limitation with respect tc how one would determine that 
the identified kinase or phosphatase is a therapeutic target for 
an acent which inhibits damage to cardiac or skeletal muscle. 
Sue-port for this amendment can be found in the specification at 
page 15, lines 19-24. Further, Applicants have replaced the 
phrase "act on MLcl phosphorylation" with * 
ML21 phosphorylation status" in ac:ordan:e 
specification at pa ge 15, lines 11-19. 

claim 14 is suggested t :> be vaaue and confusing for reciting 
>V 0N sequence extraction" beoause tne phrase is not adequately 

respeotf -ily traverse this rejection. Contrary to the Examiner's 
s u??estior:, the "IN sequence extraction" method i. 



;he phrase "modulate 
with teachings in th 
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ise is auote .near 
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paragraph, is respe; 
:o the claims ana 
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v/e 3 :.: 



■ j: U.d.U. ^ i^, seco- 
.iant of the amendments 



III. Rejection of Claims 1-3, 12, 14 and 16-21 under 35 U.S.C. § 
103(a) 

Claims 1-3, 12, 14 anal 16-21 have been rejected under 35 
U.S.C. § 103(a) as being unpatentable over Kaibuchi et al. (U.S. 
Patent :, 306,81 9). The Examiner' suggests that Kaibuchi et al. 
teacnes methods lor screening mater Lais that inhibit Rho Kinase 
activity. Further, the Examiner' suggests that Kaibuchi teaches 
that Rho kinase phosphor y la tes MIC m cells and that identified 
.nib it Rho <inase can be used to treat various 
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at which phosohorv ration occurs. However, 
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it i Lying muscle pre 



Claim 1 has also been rejected under :o r J . S . C 
beincr unpatentable over :>e Lanorelle (WO 97 '2 -?2 -? 3 ) 



1 j 3 ( i 



The Examiner ha 



as a c enow 



■aged that he Lanorelle does nh 



a J a o 



;acn a 



method for identifying a muscle protective agent by assessing the 
ability of an agent to increase MLC1 phi sphory la t ion . However, 
the Examiner succests that at the time :f the claimed invention, 
it would have been within the purview of one of oroinary skill in 
the art to do so since Le Lanorelle spe ti f i sa lly teaches that 
increasing MLC phosphorylation protects muscle cells from damage. 
Further, the Examiner suggests that one of irdinary skill in the 

) reason a civ 



;usc:e orotestive a-: 
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Example 5 or Kaibuchi and the entire teachings or Ce Lanore^e 
referii.no to smooth muscle. MLC2D of sncO'th muscle and MLC1 are 
distinctly oifferent proteins with ciffererit structures, 
properties and characteristics. For example, Kaibuchi teaches 
that their "MIC" is phosphor yi at ed by myosin light chain (MLC) 
kinase (see example 3 ana column 1:, lines 40-41). In contrast, 
as taught m the instant application, phosphorylation of MLC1 by 
MLC kinase can only be achieved in vitro in the preserve of ATPyS 
and not in the presence of [32F]-yAT? and therefore not . 
Also see references AA and AC: submit tea with ICS. 

Also see attached hereto 3 comparison of the ammo acid 
sequences of MLC1 and MLC2C showing vast differences in amino 
acid seanenoe as well as differences in sites o: f tin ospho ry 1 3 1 : 



«- v ,z, -~ : *- ^ c; V V- ^ v- p ^_ 3 p . : j y pr] 2_ p ^ £ v-rv^ o ; -. f p p j. 5 ^ h 0 1 \' 1 a t 1 J t . 

Further, tne smole corresponding serine of MLC20 and MLC1 is 
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IV. Conclusion 

Apolicants believe that the foregoing comprises a full and 
cortoiete response to the Office Action of record. Accordingly, 
favorable reconsideration and subsequent allowance of the pending 
claims is earnest iy solicited. 

Attached hereto, is a mar Iced-up version of the shanges made 
to the claims by the current amendment. The attached page is 
captioned "VERSION WITH MARKINGS TO SHOW CHANGES MADE." 

Respectful l.y submitted, 

Kathleen A. Tyrrell 
Registration No. 38,350 

fare: February 21, 2003 

LI CAT A Si TYRRELL ?.C. 

5 5 E. Main Street 

Mar It on, New Jersey 180 53 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 
In the Claims : 

Claims 4-11, 13 and 15 have been canceled without prejudice. 
Claims 1, 2 and 12 have been amended as follows: 

1. (amended) A method for identifying a muscle protective 
an agent which inhibits damage to cardiac and skeletal muscle 
comprising assessing the ability of a potential muscle protective 
agent to increase myosin light chain 1 ( MLC1) phosphorylation 
wnereln an increase in MLC1 phosphorylation by tne agent is 
indicative of the agent inhibiting damage to caroiac ana skeletal 
muscle . 

2. (amended) The method of claim 1 wherein the ability of 
*- 'm t ~> ; g * ■ ^ ri t i a 1 — mu s c 1 e — p r o t e c t i v e a a e n t. t o i n crease M 1 C 1 
phosphorylation is assesses in outre in pcrified myosin, purified 
myosin light chain 1, or purified isoforms thereof^ — o r in 

myo 1 1 lament — — sinned n^s? 1 e — f i be r? . 

t cruets — r , vu s c i e — p r o t e c 1 1 v e 1 o r a cents w n i c n iccicit 
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an acre: 



:h inhibits damage 



:ardiac or skeletal muscle. 



